Relative amount of mRNA (over actin) 
Genetic labeling experiments
For all experiments, adult (6-9 weeks except where indicated) age-and strainmatched animals were used. Mice were either injected intraperitoneally with 100µg/g body weight of tamoxifen dissolved in peanut oil (at least 3 mice per genotype) or intrapancreatically injected with 4-OH-tamoxifen (2 mice per genotype) (20µl-50µM) as indicated. Short and long term analyses were performed 5/13 days (short) or 60/82 days (long) post-injection. Where indicated BrdU (0.8mg/ml) was given in drinking water one day before the first tamoxifen injection and kept until the end of the experiment. The pancreas was excised, processed and stained as described below.
Immunofluorescence and Immunohistochemistry staining
Mice were euthanized by cervical dislocation and pancreas dissected out into ice-cold PBS. The pancreas was fixed overnight in 10% neutral buffered formalin, briefly washed with PBS and transferred into 70% ethanol, processed and embedded into paraffin. Sections were cut at 7 µm for Haematoxylin & Eosin staining. Rhodamine-DBA (Sigma) was used to detect ductal cells by confocal microscopy.
Immunofluorescence and immunohistochemistry staining was performed as described and Urocortin 3 (Phoenix Pharmaceuticals). Quantification of insulin-positive area /total area in Ngn3 conditional transgenic mouse pancreas was performed on NanoZoomer 2.0 -HT (HAMAMATSU) scanned slides using AdobePS-CS5.
Western Blot Analysis
Pancreas were dissected out and lysates were homogenized in RIPA lysis buffer 
Ubiquitination assays
For in vivo ubiquitination assays, His-Ub was affinity purified with nickel-NTAagarose beads, as described previously (Davies et al., 2010) . In vitro ubiquitination assays with Fbw7 and Fbw7α-ΔFbox-Flag immunoprecipitated complexes were performed as described before (Popov et al., 2007) .
FACS sorting analysis
Single pancreatic cell suspensions were obtained after 30min digestion in 1.6mg/ml collagenase type IV (Whorttington) followed by filtration on a 70µm nylon mesh.
Cells from tamoxifen-injected CFY and CY mice, or MIP-GFP mice where indicated, were sorted for GFP expression. Six age-matched (6-8 week old) mice were used per genotype per sorting. Cell sorting was performed by the FACS service at Cancer
Research UK London Research Institute.
DNA isolation and allele recombination PCR
Genomic DNA from GFP+/GFP-cells sorted from 6 tamoxifen-injected CFY and adding glucose and insulin concentration in the supernatants (ng/ml) was determined using Crystal Mouse Insulin Elisa Kit following the manufacturer's instructions.
Statistics
Statistical evaluation was performed using the Student's unpaired t test. *p≤0.05 was considered statistically significant **p≤0.01 was considered highly statistically significant; ***p≤0.001 was considered very highly statistically significant.
